wo 2004/094655 



1/27 



PCT/US2004/000819 



Q 

CD 



CO 



CO CQ CO 

oi a> CO ^ 

CO CM t— 




o 
o 
o 




CD to CM T— 

+1 +1 +1 +1 



CD CO CD V 



m H N m I i m m 1 1 1 i n 



S2 
u. 



CO 

O 



O 5 



o 
o 
o 

i 

lO 



34+1 


29±1 
.20+2 


cvj 
+1 




i 

CO 


1 

CO CD 


CD Cl 

CD ^ 

V 













42 CO CM 

+1 +1 +1 

2 CD O CO 

CM CM •* 



CD So 
^ -cvi O 
O CO O V 




(3 



.00 

d 



< 



CO- 

i 

o 

i 

Cl- 
io 



CO ^ CM CM 

+i +1 +1 +1 

^ O CO lO 



CP 



S o 
CD CO CD V 




in n 1 1 1 n 1 1 1 n 1 1 m m 





CO 
■H 
O 


23+3 
21±2 


2±1 










too 


O 

CD c 

V 










1 



o 
o 
o 



LU 

C9 



wo 2004/094655 



2/27 



PCT/US2004/000819 




i 

1 A 



wo 2004/094655 



3/27 



PCT/US2004/000819 




00^ 08 09 0> OZ 0 




001 08 09 0> OZ 0 
s^unoo 



5 




T 001 08 09 o> oe 0 

2 




001 08 09 ot' oe 0 

0) ^ 



wo 2004/094655 



4/27 



PCT/US2004/000819 




I i i i i » i i 1 1 

OOOCD^CNOcX)CO^CMO 
CM X- ^ T- T- V- 

(l|80/Bd) uiUBieiAi 



wo 2004/094655 PCTAJS2004/000819 

5/27 




(l|90/Bd) U!UB|a[/\| 



wo 2004/094655 



7/27 



PCT/US2004/000819 



^ > I I I I I ! I I 1 1 S' 



5' p / 



FIG. 7 



wo 2004/094655 PCT/US2004/000819 

8/27 




9A!l!S0d |B9-^I % 



wo 2004/094655 



9/27 



FIGURE 9 



PCT/US2004/000819 



Mre 11 Control 

^ ^iRNA . mm IE 

Hela D T D T + 




Phospho-p95/Nbs1 
Mre 11 

Phospho-p53 
Total p53 

Actin 



wo 2004/094655 



10/27 



FIGURE 10 



PCT/US2004/000819 




wo 2004/094655 



11/27 

FIGURE 11 



PCT/US2004/000819 



CO 

in 



(0 (0 
(0 



■ 

o 



o 



3.0 -J 
2.5- 
2.0- 
1.5 
1.0 
.5 -J 
0 





D T 
Mre 11 
siRNA 



D T 

Control 
SiRNA 



wo 2004/094655 



12/27 



FIGURE 12 



PCT/US2004/000819 





cdk4 



Actin 



wo 2004/094655 



14/27 

FIGURE 12-CONT. 



PCT/US2004/000819 




R2F 



wo 2004/094655 



15/27 



PCT/US2004/000819 




wo 2004/094655 



16/27 



PCT/US2004/000819 




Diluent 



T-oligo 



Complement 



wo 2004/094655 



17/27 

FIGURE 13-CQIVT 



PCT/US2004/000819 




Actin 



wo 2004/094655 



18/27 



PCT/US2004/000819 



FIGURE 14 




wo 2004/094655 



19/27 



PCT/US2004/000819 



FIGURE 14>CONT. 



B 



24 hrs 



48hrs 



Diluent 

I 




T-oligo 



Control oligo 











«-< 






o 






^^^^ o (: 
n 




f- 


-* 








wo 2004/094655 



20/27 

FIGURE 14-CONT. 



PCT/US2004/000819 





Actin 



wo 2004/094655 



21/27 



PCT/US2004/000819 



FIGURE 15 




Diluent 



T-oligo Control oligo 



wo 2004/094655 



22/27 

FIGURE IS-CONT. 



PCT/US2004/000819 



B 




wo 2004/094655 PCT/US2004/000819 

23/27 

FIGURE 16 



D T C H L 



wo 2004/094655 PCT/US2004/000819 

24/27 

FIGURE 17 



A 

48Hr8 



B 



Total p53 

p53 phospho- 
serine 15 



Total pS8 



P21 



P21 



D T-oilgo 0 T-olIgo 




T-oligo I0«-T-Qli90 
48 houra 48 houra 



E 




48Mttr8 4e60ttr$ 



wo 2004/094655 



25/27 

FIGURE 18 



PCT/US2004/000819 



A. 



Diluent 



60/61 48 H 

s di H 

OilU 21t1 




Homologous 





Fluorescence Intensity 



B. 




wo 2004/094655 



26/27 



PCT/US2004/000819 



FIGURE 19 




p95 



3 



WO 2004/094655 



27/27 



PCT/US2004/000819 



FIGURE 20 



Hours of Treatment 



4 ^ „ ^ „ 2^ „ 

Id tIId tII p tII d tHd tIId tII+ -f 




p53 Phosphoserine 37 



